Introduction: The public-private ADVANCE consortium (Accelerated development of vaccine benefit-risk collaboration in Europe) aimed to assess if electronic healthcare databases can provide fit-for purpose data for collaborative, distributed studies and monitoring of vaccine coverage, benefits and risks of vaccines. Objective: To evaluate if European healthcare databases can be used to estimate vaccine coverage, benefit and/or risk using pertussis-containing vaccines as an example. Methods: Characterisation was conducted using open-source Java-based (Jerboa) software and R scripts. We obtained: (i) The general characteristics of the database and data source (meta-data) and (ii) a detailed description of the database population (size, representatively of age/sex of national population, rounding of birth dates, delay between birth and database entry), vaccinations (number of vaccine doses, Please cite this article as: M. Sturkenboom, T. Braeye, L. van der Aa et al., ADVANCE database characterisation and fit for purpose assessment for multicountry studies on the coverage, benefits and risks of pertussis vaccinations, Vaccine, https://doi.org/10.1016/j.vaccine.2020.01.100 recording of doses, pattern of doses by age and coverage) and events of interest (diagnosis codes, incidence rates). A total of nine databases (primary care, regional/national record linkage) provided data on events (pertussis, pneumonia, death, fever, convulsions, injection site reactions, hypotonic hyporesponsive episode, persistent crying) and vaccines (acellular pertussis and whole cell pertussis) related to the pertussis proof of concept studies. Results: The databases contained data for a total population of 44 million individuals. Seven databases had recorded doses of vaccines. The pertussis coverage estimates were similar to those reported by the World Health Organisation (WHO). Incidence rates of events were comparable in magnitude and agedistribution between databases with the same characteristics. Several conditions (persistent crying and somnolence) were not captured by the databases for which outcomes were restricted to hospital discharge diagnoses. Conclusion: The database characterisation programs and workflows allowed for an efficient, transparent and standardised description and verification of electronic healthcare databases which may participate in pertussis vaccine coverage, benefit and risk studies. This approach is ready to be used for other vaccines/ events to create readiness for participation in other vaccine related studies. Crown
Introduction
The Vioxx scandal and the subsequent pharmacovigilance reforms in the United States of America (USA), resulted in the creation of a system that can monitor safety on more than 100 million subjects in the USA, currently the Sentinel system. This led to the creation of other distributed networks that conduct collaborative multisite studies throughout the world [1] [2] [3] . The creation of these collaborations and the need for regulators to use real-world evidence has also resulted in enhanced efforts to improve transparency about the quality of data sources, methods, definitions, common data models, analytics and reporting [4] [5] [6] [7] .
The need to collaborate and use healthcare data to assess vaccine safety was recognised in the 90s in the USA and the Vaccine Safety Datalink (VSD) was the first multi-site network set up to use health data [8] . This was then extended by the Post-licensure Rapid Immunization Safety Monitoring program (PRISM)/FDA Sentinel prior to the 2009 H1N1 influenza pandemic [9] . The VSD conducted extensive data quality checks at its inception, focusing on validation of completeness of data on vaccinations [10] . Recently, the FDA assessed the surveillance capabilities of PRISM by characterising the underlying data and concluded that the data on vaccine exposures and health outcomes appeared complete enough to support robust safety monitoring [9] .
Large healthcare databases have been used to study the use and outcomes of therapeutics for several decades [1] . The size of the populations they cover allows the study of infrequent events and their representativeness of routine clinical care makes it possible to study real-world safety, effectiveness and drug utilisation patterns [11, 12] . In addition, they are accessible to many researchers since they can be available at relatively low cost and without long delays. A recent review of post-authorisation safety studies registered in the European Post-Authorisation Study register showed 30-50% of studies used healthcare databases to perform postauthorisation mandatory studies [13] . While the use of these databases offers potential significant advantages, in the past the quality of routine healthcare data was often questioned [14, 15] . Data in routine healthcare databases are recorded for purposes other than research and may not be suitable for use as such. The use of realworld evidence for regulatory decision-making requires assurance about the quality of the data.
The Accelerated Development of VAcciNe benefit-risk Collaboration in Europe project (ADVANCE) is a public-private consortium of 47 organisations [16] . The ADVANCE consortium vision was to deliver best evidence at the right time to support decisionmaking on vaccination in Europe. Its mission was to establish a prototype of a sustainable and suitable for purpose system that can rapidly provide the best-available scientific evidence on postmarketing vaccination benefits and risks for informed decisionmaking and effective post-marketing surveillance [2] . The ADVANCE consortium has designed and tested a system to enable the generation of evidence on background rates of events of interest, vaccine coverage, benefits and risks following vaccination from existing distributed healthcare databases [17] . To assess if European healthcare databases that could contribute to ADVANCE are able to generate evidence suitable for decision making, the ADVANCE project performed an assessment of their fitness for purpose, based on detailed database characterisation. This paper describes the parameters, methods and results of the healthcare database characterisation that were used to evaluate if the databases were fit to participate in the pertussis-related proof of concept (POC) studies performed by ADVANCE and described in other papers in this supplement [18] [19] [20] [21] [22] [23] [24] .
Methods

Setting
Database characterisation on population, vaccines and events was performed in nine European healthcare databases from four countries: Denmark, Spain, Italy and the United Kingdom (Table 1 ; Table 2 ). Detailed descriptions of these databases can be found in the Supplementary File.
Data in the ADVANCE common data model for database characterisation and assessment
As described in the paper on the ADVANCE system the common data model comprises three data files: population, events and vaccinations [17] .
Population
The source population comprised all persons registered in the database and having at least one day of follow-up during the study period. Data for all individuals recorded in each database from the start of follow-up, defined birth or first data availability, whichever was latest, until the end of follow-up, defined as the date at last data retrieval, leaving the database (moving out of area/other provider), or death whichever date was earliest, were used to define the follow-up for database characterisation. The only eligibility criteria were that the date of birth, start and end of follow-up dates, and gender needed to be present. The study period varied between databases, depending on when the database collection started and ended in 2017. Data access providers created a population file in the format of the common data model (CDM) (patient ID, date start follow-up, date end follow-up, birthdate, gender), which was then analysed to estimate the population size, its gender, age and follow-up distribution and representativeness in comparison with the national population statistics.
Events
The coverage, benefit and risk POC studies for pertussis containing vaccine required data for several vaccine risk and effectiveness outcomes. The outcomes included the following events: convulsions/seizures (any type), death, febrile convulsions, fever, generalised convulsions, hypotonic hyporesponsive episode (HHE), injection site reactions, persistent crying, pertussis, pneumonia, and somnolence. The outcomes were defined using definitions from the Brighton Collaboration, learned societies, the World Health Organization (WHO) or the European Centre for Disease prevention and Control [19, 20] . The case definitions were mapped to an initial list of the International Classification of Diseases, Ninth Revision, Clinical Modification (ICD-9), and tenth revision (ICD-10), Read and the International Classification of Primary Care (ICPC) codes using the ADVANCE Code mapper tool that maps between dictionaries using the Unified Medical Language System [25] . Data access providers (DAPs) for each database were asked to modify and validate the proposed codes based on local coding habits and prior experience. Each DAP extracted the final list of codes for the specific events in their local terminology and transformed the data into the event file of the common data model containing the following fields: patient ID, event type, date, original code (ICD-9/10, Read, ICPC, text) [17] . This event file was linked to the population file to calculate event incidence rates and to assess whether these rates were as expected, as a demonstration of suitability. The extracted event codes for each database are listed in supplementary Table S1.
Vaccination
The exposure of interest for the initial round of POC studies was vaccination with whole cell or acellular pertussis (wP or aP, respectively) containing vaccines. The DAPs extracted data for pertussis vaccination based on local coding and transformed the data into the vaccine input file which contained the fields: patient ID, vac-cine type, ATC, brand, date, dose-recorded, dose-derived [17] . The vaccine type (vactype) was identified as aP or wP, when possible, and when not, it was unknown type (uP). The vaccine dose was recorded as 1, 2, 3 or booster dose. When the dose was not recorded in the data source it was derived by the DAP based on imputations from the chronological order of the individual's vaccination dates and the national recommended vaccination schedule.
Data management and analyses
The DAPs extracted data from their database using the local data format and software, which were transformed into the ADVANCE CDM (CSV format) [17] . We used Jerboa data processing software, which is JAVA-based, for event code counting and incidence calculations and R scripts for vaccine descriptions and coverage estimations [26] . The Jerboa software has been used for multiple studies and is freely available [27] . The R script for vaccination fingerprinting was created specifically for ADVANCE and is described in Table S2 . The scripts and instructions were sent to the DAPs, who ran the scripts against their input files and the outputs were sent through a secure file transfer protocol (File Zilla or HighTail) to a remote research environment (RRE) [17] .
To assess the population input file we investigated the following indicators from the Jerboa output: the size of the population (number of persons and person-time) by data source, age, calendar year, exit years and entry years and the time from birth till first registration, rounding of birthdates and persontime by birth year using the relevant R-script.
The event characterisation included code counts by type of event and database and event incidence rates in the population by calendar year, gender and age. Age was categorised per year until 17 years old, from 18 to 24 years, and then in 5-year categories. We subsequently categorised age in 0-1, 2-4, 5-14, 15-24, 25-64, 65 and older for description, as this coincides with age of routine vaccination in general and because this categorisation was compatible with the PRISM database age categories and therefore age-specific comparisons of incidence rates were possible [9] . For the population and incidence estimates calculated with Jerboa, there was one-year run-in period, except for individuals with an entry date within 6 months of birth, those persons all started follow-up at birth. Events recorded in the one year run-in prior to start of follow-up were not considered to be incident and only first events were considered to be incident. To have a Table 2 Characteristics of the population (with one year of follow-up) used as input for event incidence calculations for databases participating in the ADVANCE proof of concept studies (POC-1/POC1.2).
Country
Denmark comparable period of calendar time across databases, incidence rates were limited to calendar years 1995-2016, if these were available.
Vaccine coverage was estimated to allow comparisons of 1-year coverage estimates with external coverage estimates as a marker for completeness. Vaccination coverage was estimated by birthyear using various methods; here we report the cumulative distribution function-based estimates that correct for left and right censoring [28] . To estimate pertussis coverage, only individuals born between 1990 and 2015 were selected, and to limit impact of left censoring, only those with a follow-up start date within 30 days of birth date were included.
The results of the data characterisation outputs were compared with external benchmarks and discussed with the DAPs who could then update the input files and repeat the assessment until they considered it was appropriate. The DAPs completed a feasibility assessment sheet to summarise their data and then the DAPs and study teams for the different pertussis POC studies decided on the suitability of the database to participate in the POC studies. All DAPs that had completed this process by November 2016 were eligible to participate in the first series of POC studies on pertussis vaccine coverage, benefits, risks and benefit/risk [18] [19] [20] [21] 23] . The DAPs that completed the assessment by January 2018 could also participate in a second POC that focused also on the same pertussis containing vaccines and benefit and risk outcomes, but tested prospective near real time monitoring (POC1.2) [24] .
Results
Nine databases participated in the event and vaccine fit-forpurpose assessment. Five of these databases collected longitudinal medical record data from multiple health professionals and the other four were regional or national record linkage systems (Table 1 ). Access to the databases was provided by public health organisations or regulatory agencies (SSI, BIFAP, ARS, ATSVP), public research organisations (AUH, RCGP RSC, SIDIAP). PEDIANET is a private research organisation that agreed to provide access, and for THIN, access was via a license held by Erasmus Medical Centre (an academic institute and partner in ADVANCE). Two databases (ATSVP and ARS) could not participate in the first POC studies as they did not meet the timelines but they contributed to the POC1.2 pertussis near real-time monitoring study (Table 1 ) [24] .
Population characterisation
The period of data availability varied between the databases, with AUH having data available for the longest period ( Table 2) . Table 2 and Fig. 1 show the results of the population characterisation based on the Jerboa based event fingerprinting output (limiting the population to persons with at least one year of history to be able to estimate incidence). The total follow-up time for the 34 million individuals with at least one year of data in the nine databases was 364,482,788 person-years. Limiting the person time to calendar years from 1995 onwards reduced this to 301,005,161 person-years. The largest overall contribution of person-years of follow-up (27%) was from the SSI database ( Fig. 1 ; Table 2 ). All databases were representative in gender and age distributions with their national statistics, with a slight underrepresentation of very old persons (>80 year) (data reported as deliverable 5.2 in ADVANCE project).
Event characterisation
The incidence rates of some of the events of interest by calendar year showed peaks in the earlier years of follow-up but were more stable in the later years ( Fig. 2) . Age-specific incidence rates were comparable between similar types of databases (record linkage, GP type) in the same country (Table 3 , Fig. 2 ), most rates were highest in the youngest age categories, pneumonia was high in the youngest and olders categories, whereas death rates were highest in the 65+ category. Temporal patterns were observed for some databases (Fig. 2 ). In the ARS database the incidence of all events increased after 2009 when records of emergency visits became available. Persistent crying could not be extracted from the AUH, SSI or SIDIAP databases using ICD-10, due to the absence of codes specific for this event. Rates of the other events in the general practice based databases were comparable within countries, except for fever. The rates for fever showed the largest variation because in the BIFAP and PEDIANET databases data for fever could also be extracted using free text, which increased sensitivity, and in the BIFAP database fever associated with other illnesses, signs or symptoms was also included. In the RCGP RSC and SIDIAP databases, the incidence rates for most events increased over time (Fig. 2 ).
Vaccine characterisation
The total population without limitations in duration in followup that was used for vaccine fingerprinting comprised 44,398,858 persons ( Table 4 ). The percentage of individuals registered within 6 months of birth was high for recent birth years, compared with earlier years (Fig. 3) . The percentage of persons registered from birth in older birthyears was lower in the primary care databases, suggesting censoring and incompleteness of follow-up from birth.
Data for more than 14 million dose of aP were captured in the nine databases and dates for almost 7 million doses of wP vaccinations were captured in four databases (RCGP RSC, THIN, SSI and BIFAP) ( Table 4 ). Data on the recorded vaccine doses were available in seven of the databases but not for the ATSVP and RCGP RSC databases. Pertussis vaccine coverage estimates based on the cumulative distribution function (CDF) were calculated for specific birth years and were similar to those reported to WHO by the countries, except for early birth years in ATSVP ( Fig. 4) [29] . The ARS database did not have vaccination data available for birth cohorts until 2012, at the moment of the database characterization execution.
Discussion
This paper describes the characterisation of study populations from the nine databases participating in the ADVANCE project located in Denmark, Spain, Italy and the United Kingdom. These databases included data for more than 44 million individuals and more than 360 million years of follow-up. Our analyses showed that the system works, i.e., that the data on the population, vaccinations and events from the databases could be transformed locally and analysed using a simple common data model. The current CDM was mapped to concepts locally by the DAP according to specific supplied rules, which may be adapted for subsequent studies (adaptive rule system), but for the future we recommed the use of more organizing models, which will provide more transparency and centralized options for the mapping to concepts. Standardised Jerboa and R programs were sent to the DAPs who used them to generate output that was used to create fit-for-purpose assessment indicators, such as population distributions, dynamics, incidence rates of events and vaccination exposure and coverage that were reviewed and approved by the DAPs. Using this model we were able to perform a fit-for-purpose assessment of the databases prior to their participation in specific protocol-based studies on pertussis vaccination as described in this supplement. The key findings of this fit-for-purpose assessment showed, first, that information on more than 21 million doses of pertussis-containing vaccinations were available across the nine databases, providing combined power to study both benefits and risks of events following pertussis vaccination. Coverage estimates of the first dose of pertussis-containing vaccinations were comparable to the estimates that the countries report to the WHO, suggesting that, although, in some databases, the data were incomplete for the earlier years of data collection, they were complete in the later years on a population level.
Second, the periods covered by the databases differed and incidence rates of events in initial years were not always similar to those for more recent years, probably due to changes in recording and/or completeness. Third, certain events associated with vaccination reactogenicity (e.g. somnolence, fever and persistent crying) could be reliably extracted from primary care-based databases, and to a certain extent from databases with emergency visits (e.g. ARS), but not from databases capturing only hospital discharge diagnoses. This demonstrates that databases from different settings can provide complementary data when included in studies. Fourth, the incidence rates for the events of interest were similar between databases of the same type, demonstrating the success of our terminology mapping and harmonisation processes. Also, the data were similar to public or published benchmark data (Table S1 ). For example, the age-specific incidence rates for convulsions and seizures in the PRISM data in the USA were comparable with the incidence rates in the included European record linkage and general practice databases [9] . In addition, our incidence rates for febrile and generalised seizures were similar to previously published European data [30] . No publicly available benchmark data were available for other events, except for pneumonia, death and pertussis rates. An overview of studies on community-acquired pneumonia leading to hospitalisations, reported incidence rates of between 5 and 20 per 1000 person/years for patients aged 65 years and older, which is consistent with the rates we found in the record linkage databases [31] . Prior to introduction of pneumococcal vaccine, the incidence rate of clinical pneumonia in children aged 0-5 years old was reported to be 0.06 episodes per child/year in Europe [32] . The incidence rates in the primary care databases in our study were similar but the rates in hospital-based database were lower, which is to be expected as not all children with community-acquired pneumonia will be hospitalised. Our estimates for pertussis rates were based on the diagnoses recorded in the databases, and for Denmark the rates were similar to those for laboratory-confirmed diagnoses. For other countries, comparisons made with national surveillance data showed similarity [19, 22] . Death rates were similar to those from national statistics. And lastly, the populations of the databases were representative of their national populations, in age and gender, even if the databases enrolled only a sample of the population.
Although our results from this database characterisation and fit-for-purpose assessment suggest the utility of the proposed system, we recognise that we used our own indicators. Selection of additional indicators to assess whether databases are fit-forpurpose for vaccine-related studies could be performed with other distributed vaccine-oriented data networks such as Vaccine Safety Datalink, and PRISM. Europe is challenging as many coding systems and practices are used in the diverse health care systems. Databases collect information from disparate provenances, hampering the use of a deep common data model, where all the raw 1.1, 1.3 IR [15] [16] [17] [18] [19] [20] [21] [22] [23] [24] 0 (0, 0) 0.1 (0.1, 0.1) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0.1) IR [25] [26] [27] [28] [29] [30] [31] [32] [33] [34] [35] [36] [37] [38] [39] [40] [41] [42] [43] [44] 0 (0, 0) 0.1 (0.1, 0.1) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0.1 (0, 0.1) IR [45] [46] [47] [48] [49] [50] [51] [52] [53] [54] [55] [56] [57] [58] [59] [60] [61] [62] [63] [64] 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0.1 (0.1, 0.1) IR 65+ 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) IR 2-4 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0.01) 0 (0, 0) 0 (0, 0) IR [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) IR [15] [16] [17] [18] [19] [20] [21] [22] [23] [24] 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) IR [25] [26] [27] [28] [29] [30] [31] [32] [33] [34] [35] [36] [37] [38] [39] [40] [41] [42] [43] [44] 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) IR 45-64 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) IR 65+ 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) IR 65+ 0.2 (0.2, 0.2) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) IR [15] [16] [17] [18] [19] [20] [21] [22] [23] [24] 0.2 (0.2, 0.2) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0) IR [25] [26] [27] [28] [29] [30] [31] [32] [33] [34] [35] [36] [37] [38] [39] [40] [41] [42] [43] [44] 0.2 (0.2, 0.2) 0 (0, 0) 0 (0, 0) 0 (0, 0) 0 (0, 0)
Febrile convulsions
data is transformed into a CDM, independently of the study. Although the use of a deep common data model, such as that used in Sentinel/PRISM, VSD or the OMOP common data models would enable a broader standardised assessment of quality, its cost makes it currently not feasible in Europe, due to the absence of sustainable public funding for distributed healthcare data networks [33, 34] . This might change in the future with the European Health Data & Evidence Network (EHDEN) project funded by the Innovative Medicines Initiative, which aims to convert European data for 100 million individuals into the OMOP common data model [35] . The initial quality assessment in VSD involved checking the data against the individual paper records, which was not feasible in ADVANCE given the resources provided. We, therefore, compared the data between the databases and with external benchmarks, similar to the approach that was taken in PRISM [9] . In addition to the events relevant for pertussis studies, autoimmune disorders of interest and vaccine preventable diseases were characterised to create further preparedness, these will be described separately. We currently cannot provide traditional estimates of validity (e.g. sensitivity, positive predictive value) because we benchmarked our data on a population level. Chart validation studies on the investigated events had been done in other contexts in some of the databases (Table S1) , showing that in Denmark positive predictive values were high for ICD10 pertussis code A37 against laboratory confirmed cases as well as in Spain for ICD9 (037) and ICPC (R71.1) codes. The PPV for ICD-10 code febrile convulsions (R560) was more than 92% in Denmark in prior hospitalization validation studies. Pneumonia hospitalization code ICD10 J12-J18 had PPV of more than 92% in prior validation studies of hospitalizations in Denmark, and were above 70% in the BIFAP for ICPC and ICD-9 codes (see Table S1 ). Medical chart validation studies may be done in each of the participating data sources, but this requires considerable resources and ethical approval, and there was no budget available for this task within the IMI-ADVANCE funding. Future vaccine effect studies should assure funding to assess the validity of the event codes on an individual case level. Additional limitations are the lack of information on demographic variables other than age and gender to assess representativeness of the populations, ethnicity and social economic status is not generally recorded due its sensitivity. Moreover, we only assessed the population, vaccine and event data from four countries of relatively high income countries in Europe. With the increasing computerization of health care and vaccination registries we recommed that the follow-up of ADVANCE: the VAccine monitoring Collaboration for EUrope (VAC4EU) includes additional countries (preferable eastern) to become more representative of Europe and cover brands/vaccines provided in those countries as well. We conclude that we have developed a database characterisation workflow model, based on the ADVANCE common data model, which enables transparent fit-for-purpose assessment of databases for specific studies, which was tested in the pertussis vaccination POC studies described in this supplement [18] [19] [20] [21] [22] [23] [24] . The database characterisation provided a detailed description of the structure of the population covered by the health care databases, the coding and incidence rates of events, as well as exposure to vaccines and vaccination coverage. Our system enabled comparisons between database and comparisons with external benchmarks, providing indicators of completeness of data on a population level. We showed that the older data in databases may be less reliable than more recent data and that both age and calendar years patterns need to be inspected prior to deciding which period is fit-forpurpose. The ADVANCE project, which has evolved into the Vaccine monitoring collaboration for Europe (VAC4EU) will aim to make the data for event rates and coverage estimates available in an interactive tool which would enable rapid and transparent inspection of the feasibility of databases to participate in specific studies [36] . The workflow that was created can easily be extended to other vaccines and events, to increase readiness and speed in conducting protocol-based vaccine coverage, benefit and risk studies.
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